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CASREACT 143:221342; MARPAT 143:221342 

Platinum complexes cis- [Ql (NH2 ) 2Pt (020) 2Q2] [Q1(NH2)2 = cis-, 
(R,R) -trans-, {S, S) -trans-1 , 2 -cyclohexanediamine; Q2 = cyclo-C {CH2) n, 
(CH2)n, R3- (un) substituted o-phenylene, n = 0-5, R3 = H, alkoxy, halo, 
N02] useful as relatively non- toxic carcinostatic agents (no data) , were 
prepared by reaction of potassium tetrachloroplatinate with Ag2Y (Y = C03, 
O; preferably Y = O) in the presence of dicarboxylic acid Q2 {C02H) , 
preferably oxalic acid and cyclohexanediamine or by reaction of 
cis- [Ql {NH2)2PtX2] (X = carboxylato, sulfonate; preferably X = AcO-, 



MeS03-) with alkali metal dicarboxylate , preferably with dipotassium 
oxalate; the improved process provides high yields of the title complexes 
and low content of impurities. In an example, 

cis- [ (R,R) -1, 2-cyclohexanediamine] diiodoplatinum (1) was prepared by 
reaction of 0.24 mol of KI and 0.06 mol of K2PtCl4 in 1.5 L of water at 
30° for 30 min., followed by addition of 0.06 mol of 
(R,R) -1,2-cyclohexanediamine; the dichloro-analog cis- [ (R, R) -1 , 2 - 
cyclohexanediamine] dichloroplatinum (2) was prepared in a similar way by 
reaction of K2PtCl4 and {R,R) -1, 2 -cyclohexanediamine. The target 
cis- [ {R,R) -1, 2 -cyclohexanediamine] [oxalato(2-) ] platinum (Oxaliplatin) was 
prepared from 1 (0.07 mol) by reaction with 0.07 mol of Ag20 and 0.06 mol of 
oxalic acid dihydrate; the process does not require addnl. treatment with 
KI for removal of the remaining silver salts. In other examples, 
Oxaliplatin was prepared by converting of 2 into cis-bis-acetato or 
cis-bis-methanesulfonato complexes with .subsequent reaction with 
dipotassium oxalate. 
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OS CASREACT 143:37556 




AB This invention relates to a method for the preparation of platinum (II) 

complexes, in particular dicarboxylatoplatinum(II) complexes containing a 
neutral bidentate ligand, such as oxaliplatin. The method includes the 
step of reacting a bis (dicarboxylato) platinate (II) species with a suitable 
neutral bidentate ligand to form a neutral dicarboxylatoplatinum (11) 
complex and, if necessary, recrystg. the product to form a pure 
dicarboxylatoplatinum (II) complex containing a neutral bidentate ligand. The 
invention also relates to a method for producing a bis- 

dicarboxylatoplatinate (II) species, and to new platinum(II) complexes that 
can be made by the method of the invention. Thus, platinum(II) oxalate 
complexes \l; R = Me, Bu; R' = Et, Pr, Me and II; R = Me, Et, Pr and III; 
R = Me, Et, Pr) were prepare and complex I (R = Me, R' = Pr) was tested for 
antitumor activity. 
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AB Oxaliplatin, [ {IR, 2R) -cyclohexanediamine-N,N' ] [oxalate (2-) ] platinum (1), 

useful as antitumor agent active against colon and rectum malignant tumors 
(no data) was prepared in pure form containing, by weight, at most 0.01 %, 
preferably less than 0.001 %, of alkali metals, at most 0.0005 %, 
preferably less than 0.0002 %, of silver, and at most 0.01 %, preferably 
less than 0.001 %, of nitrates, by room- temperature reaction of the suspension 
of dichloro[ {1R,2R) -cyclohexanediamine-N,N'] platinum with silver nitrate 
in 1:2 ratio, preferably with 1 mol% excess of AgN03, followed by 
treatment with ammonium iodide RR1R2R3NI [ R = (un) substituted Cl-10 
alkyl, (un) substituted C3-10 cycloalkyl; same Rl, R2 , R3 , or Rl, R2, R3 = 
H] ; the reaction of the resulting aqueous solution with oxalic acid and 

recrystn. 

of the product 1 from water, washing with polar organic solvent, preferably 
ethanol. The invented method does not include any reactions with alkali 
metal salts, which lowers their concentration in the product. In an example, 
80.6 g of AgN03 was added to a suspension of 88.9 g of 
dichloro [ (IR, 2R) -cyclohexanediamine-N,N' ]platinum in 900 mL of water, 
stirred 70 h at room. temperature in the absence of light; after removal of the 
solids the filtrate was treated with 2,5 g of Et4NI and 0.6 g of activated 
charcoal. The solution was then reacted with 29.5 g of oxalic acid dihydrate 
for 4 h, the precipitated oxaliplatin 1 was filtered, dried, recrystd. from 

water 

and washed with 30 mL of water and 400 mL of ethanol, affording 50.2 g of 
1 (54% yield). The obtained sample of 1 contained <0.001 wt% of alkali 
metals, <0.0002 wt% of silver, <0.001 wt% of nitrates and <0.01 wt% of 
oxalic acid. 
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AB Within the preparation process of medicines in pharmacies - in addition to 
having 

a recognized anal, certificate - the identity of the drug needs to be 
confirmed. Ideally this should be done in a non-destructive way that the 
packaged drug can subsequently still be used for the medicine preparation To 
achieve this, a new thin layer chromatog. (TLC) method to identify 
oxaliplatin (CAS 61825-94-3) was developed. This method can be 
used during the quality assurance of oxaliplatin prepns. for infusion. 
The method offers the possibility of directly using an aqueous preparation of 
oxaliplatin instead of an addnl . sample preparation involving the weighing of 
the drug powder. The main advantage when using aqueous, oxaliplatin solns. is 
the reduction of the occupational risk for the pharmacist when handling 
hazardous drugs, and the protection of the sterility of the drug powder 
solution before the administration of the prepns. In the present method a 



silica 60 F254 aluminum sheet is used as a stationary phase and a 
quaternary mobile phase consisting of methanol-tetrahydrof uran- 
triethylamine-water (20:2:0.5:1.25 volume/volume) . After a development of 8 
cm in a presatd. chamber, the chromatog. layer is dried, followed by 
visual inspection under a UV lamp at 254 nm. Oxaliplatin spots can be 
detected with a retention factor (rf) of .apprx. 0.7, also after chemical 
derivatization with specific reagents. The specification of the method is 
based on the rf comparison of the oxaliplatin spots obtained for a test 
and a reference solution Addnl., if the intensity of the sample spot lies 
between 

the color and the intensity of the reference solution spot, the drug should be 
identified as oxaliplatin. The selectivity and the intermediate precision 
of the method were investigated in this study. The first was achieved by 
comparing oxaliplatin with potential impurities and reference 
substances, described in the current monograph of the European 
Pharmacopoeia. After the anal, of a test batch of oxaliplatin by 2 
different analysts, no significant differences were observed after 
statistical comparison of means and variances. 
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AB The invention concerns an assembly consisting of an aqueous oxaliplatin 
solution 

and a glass flask containing same , characterized in that the surface/volume 
ratio of the flask, expressed in mm2/mm3, is less than 0.26. Oxaliplatin 
solns. were kept in glass flasks with different diams., heights, vols., 
and surface areas for 10 mo. When the ratio of surf ace : volume was 0.26 the 
impurities were 3.66% and when the ratio was 0.17 the 
impurities were 1.45%. 
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AB Disclosed are processes for the preparation of platinum cyclohexanediamine 

oxalate complexes I (R = oxalate, oxalate derivative) with elevated yield and 
preventing contamination with impurities. Reaction of 

cis- [diaqua(trans-l-l,2-cyclohexanediamine)platinum(II) ] with oxalic acid 
or. oxalate derivative where the pH is adjusted to 3.0-6.0 with an alkali 
solution, e.g., KOH, affords I (R = oxalate, oxalate derivative). Reaction of 



cis-platinum(II) 1, 2 -cyclohexanediamine dihalo complex (diamine ligand is 
cis, trans-1 or trans-d, halo is CI or Br) with 2.01-2.1 molar equiv 
silver ion solution, removing the silver halide produced, adding Nal or KI 
and active carbon, filtering out impurities, followed by addition 
of an organic dibasic acid to the filtrate gives oxalate complexes I. The 
preparation of complexes I starting from, potassium or sodium 
tetrachloroplatinate and the cyclohexanediamine are performed under 
^ 5% 02, or under N2, in vacuo or in an inert gas atmospheric in 



deoxygenated water. Thus, for elevating a yield of I and preventing the 
contamination of impurities, the pH of a solution and an amount of a 
Ag ion are adjusted, and a reaction environment is so controlled that 
oxidation is difficult to occur. 
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TI HPLC for determination of impurities in anticancer platinum 

compounds 
IN Onishi, Hiroko 
PA Tanaka Kikinzoku Kogyo K. 
SO Jpn. Kokai Tokkyo Koho, 3 
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Impurities in platinum (II) complexes of 1, 2-cyclohexanediamine 
isomers, especially cis-oxalato [trans- {-) -1, 2-cyclohexanediamine] platinum (I) , 
are quant, determined by HPLC using ODS column and a mobile phase such as 
water, acetonitrile, and buffers. The impurities are 
1, 2-cyclohexanediamine platinum (IV) complexes, such as 
( trans -R, R-cyclohexane-1, 2 -diamine) dihydroxo (malonato) platinum. 
Impurities (i.e. dihydroxy compds . ) in I were determined to be 0.12 % 
by HPLC using Hypers il ODS column (25 cm in length) and water as a mobile 
phase (flow rate 1 mL/min) . 
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AB Disclosed herein are a Pt compound employed as raw material of medicines 

having carcinostatic effects, and a process of preparing the Pt compound The 

Pt compds. PtLL* (L = 1, 2 -cyclohexanediamine isomer, L' = 0C{0)CH20, 

OC(0)C(0)0 or OC{0)RC(0)0 (R = CH2 , CHMe, cyclo-Bu, , C6H3C02H) ) can be 

prepared substantially free from impurities through a reaction 

between the corresponding dihalogen compound and an organic dibasic acid 

employing differences of solubilities. As an example, PtLL' (L = 

trans-1, 2-cyclohexanediamine, L = OC(0)C(0)0) is prepared No antitumor data 

are reported. 
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AN 1988:603718 CAPLUS 
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TI Synthesis and characterization of diastereomeric (substituted 
iminodiacetato) (1, 2-diaminocyclohexane)platinum{II) complexes 
AU Hoeschele, James D.; Farrell, N.; Turner, W. R.; Rithner, Christopher D. 
CS Parke-Davis Pharm. Res. Div., Warner-Lambert Co., Ann Arbor, MI, 48105, 

USA 

SO Inorganic Chemistry (1988), 27(23), 4106-13 

CODEN: INOCAJ; ISSN: 0020-1669 
DT Journal 
LA English 

AB [Pt(DACH)L] [DACH = {R,S)- and (R, R) -1, 2 -diaminocyclohexane ; H2L = 
RN(CH2C02H) 2, R = Me, CH2CH20H, CH2Ph] were prepared, purified, and 
characterized by spectroscopic techniques (IH, 13C, and 195Pt NMR; 
fast-atom bombardment mass spectra; IR) and by the measurement of selected 
phys. properties (pH, pKa, conductivity, and mol. wts.). The data are 

consistent 

with the formation of 2 diastereomeric complexes in unequal proportions in 
which L2- appears to be bonded as a pseudofacial tridentate chelate. One 
arm of the ligand forms a stable 5-membered-ring 0,N-chelate while the 
other arm appears to be involved in ion-pair formation (zwitterion-like) 
involving the carboxylate anion and the formally pos. Pt{II) central metal 
atom. An antitumor- active impurity was present in predictably inactive 
bulk complexes of the type PtN30. The need to characterize unequivocally 
and certify the purity of prospective antitumor complexes is emphasized. 
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TI Method for refining oxaliplatin 

IN Zong, Zaiwei; Chen, Xiangfeng; Wei, Jia 

PA Jiangshu Aodesai Pharmaceutical Co., Ltd., Peop. Rep. China 
SO Faming Zhuanli Shenqing Gongkai Shuomingshu, 8pp. 
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DT Patent 
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PI CN 1876665 A 20061213 CN 2006-10088307 20060710 

PRAI CN 2006-10088307 20060710 

AB The title method comprises: (1) dissolving crude oxaliplatin in 
40-100°C water at an oxaliplatin/water weight ratio of 5-100, (2) 
adding Cl-3 alkyl ale. 1-5 times the volume of the above oxaliplatin/water 
solution, (3) cooling for crystallization, (4) filtering, and (5) drying to 

obtain 

refined oxalipatin. The method has the advantages of very low oxalic acid 
content and high refinement yield rate. 
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TI Process for production of polymer-type therapeutic agent for treatment of 
cancer 

IN Maeda, Hiroshi; Greish, Khaled 
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PRAI JP 2005-120159 A 20050418 

AB It is intended to provide a process for polymerizing a low-mol . anti-tumor 
agent so that the anti -tumor agent can be accumulated in tumor tissues 
selectively, the process enabling to increase the mol . weight and improve the 
tumor- selectivity of the anti -tumor agent and to give a product with high 
purity in simple steps. Disclosed is a process for producing a 
polymer-type anti-tumor agent, comprising reacting an anhydrous 
styrene-maleic acid copolymer with a low-mol, therapeutic agent for cancer 
in the absence of a condensing agent under alkaline conditions, solubilizing 
the resulting product, adjusting the product to pH 6 to 8, and collecting 
a polymeric micelle complex having the active agent contained therein by a 
procedure for separating a polymeric component. Thus, pirarubicin 
hydrochloride and styrene-maleic acid copolymer were mixed in disodium 
carbonate at 20-45° for 10 h, and then the pH of the mixture was 
decreased to 3-5 with a HCl solution After further mixing for 30 min, the pH 
of the mixture was adjusted to 8-10 with NaHC03 , and the mixture was 
ultraf iltrated and washed to obtain micelle composite. 
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CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG, BW, GH, GM, 
KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, KG, 
KZ, MD, RU, TJ, TM 
PRAI WO 2005-'EP3746 20050409 

AB The present invention relates to an improved process for the preparation of 
oxaliplatin, the obtained oxaliplatin preparation and its use in cancer 
therapy. A mixture of fine powdered 97% (SP-4-2) dichloro- [ (IR, 2R) -1, 2- . 
cyclohexane-kN, kN®] platinum (11) complex, AgN03 and water was 
intensively agitated. A O.IN solution of NaOH was added to the filtrate to 
adjust the pH to 12, and active carbon at 0.3 g was added to the mixture and 
stirred for 1 h, the solid fraction was removed by filtration and a cake 
was properly sucked. The yellow crude alkaline filtrate was poured on a 
column with wet DOWEX 50W-X8, and the eluent including necessary amount of 
washing water was concentrated Silica gel was added to the eluent and the 
filtrate was treated with oxalic acid dihydrate to give, oxaliplatin. 
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AB The title method comprises carrying out reaction between M2PtC14 (M = K, 
Na, or Li) and DACH (DACH = trans-1, 2 -diaminocyclohexane) to obtain 
dichloro-trans-l,2-diaminocyclohexane Pt (II) complex, carrying out 
reaction between dichloro- trans -lR,2R-diaminocyclohexane Pt (II) 
complex and oxalate to obtain oxaliplatin. 
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neutral bidentate ligand by silver-free anion substitution in organic 
solvents 
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AB Platinum complexes containing neutral bidentate N, S or Se ligand, preferably 
platinum oxalates with optically active 1, 2-cyclohexanediamine were prepared 
by silver-free process starting from the corresponding dichlorp-compds . by 
reaction with metal or tetraalkylammonium oxalates, preferably with cesium 
or tetrabutylammonium oxalates in a solvent wherein more than 1 g/L of the 
oxalate salt is soluble Preferably, the reaction is performed in organic 
solvent, typically DMF or DMF-water mixts. at 40-100**, preferably 
at 60-90** in molar ratio greater than 1:1, preferably the ratio of 
Pt:C204 being between 1:1 and 1.5. Preparation of new platinum complexes 
containing N, S-bidentate ligands, alkyl pyridinylmethyl sulfide and alkyl 
2-imidazolylmethyl sulfide using the same procedure, and their use as 
anticancer agents is also claimed. In an example, reaction of 10.57 mmol 
of [Pt [ (S, S) -1, 2-diaminocyclohexane] C12] with 3 equiv of (Bu4N)C204 (31.71 
mmol) in 520 mL of DMF with addition of 50 mL of water for 4 h at 65°, 
followed by addition of another 10.57 mmol of [Pt [ (S, S) -1, 2- 
diaminocyclohexane] C12] in 560 mL of DMF and 58 mL of water at 65® 
for another 4 h gave 35% of oxaliplatin of 99.94% optical purity and of 
^99.5% chemical purity. In another example, prepared 
dichloro (l-methyl-2 -methyl thiomethylimidazole) platinum was tested for 
anticancer activity, showing 98.2%, 99.3% and 66.1% of inhibition of 
colon, cervical and breast cancer cells at 100 ^M concentration in the 
presence of 10 mM of glutathione, performing superior to cisplatin. 
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AB The present invention is related to pure cis-diiodo (trans-1-1, 2- 

cyclohexanediamine) platinum (II) complex, and a process of its preparation The 
diiodo complex of high purity is prepared by reaction of a mixture of 
trans-L-l,2-cyclohexanediamine with M2PtX4 (M = Li, Na, K, X = I, CI, Br) 
and KI at room temperature and purification by suspending the solid in an 

appropriate 

solvent. The present invention is further related to the preparation of highly 
pure oxaliplatin by reacting the cis-diiodo (trans-l-l , 2 - 

cyclohexanediamine) platinum (II) with silver oxalate and subsequently with 
KX (X = CI, Br, I) followed by purification Oxaliplatin is also prepared via 
reaction of cis-diaqua (trans-1-1, 2 -cyclohexanediamine) platinum (II) 
(obtained by treating the diiodo complex with AgN03) with potassium 
oxalate . 
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TI Synthesis of oxaliplatin 

IN Pu, Shaoping; Yu, Yao; Wang, Yutian; Gao, Wengui; Liu, Zhudong 
PA Kunming Institute of Precious Metals, Peop. Rep. China 
SO Faming Zhuanli Shenqing Gongkai Shuomingshu, 7 pp. 
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AB The process comprises allowing to react cis-diiodo (trans- (-) -1, 2- 

cyclohexanediamino) platinum (II) with AgN03 solution in dark ambient at 
30-80<* for 4-10 h, filtering, and then allowing to react the 
filtrate with K2C204 for 2-7 h. 
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TI Synthesis and structure-activity relationships of mono- and 

dialkyl-substituted oxaliplatin derivatives 
AU Habala, Ladislav; Galanski, Markus; Yasemi, Afshin; Nazarov, Alexey A. ; 

von Keyserlingk, Nikolai Graf; Keppler, Bernhard K. 
CS Institute of Inorganic Chemistry - Bioinorganic, Environmental- and . 

Radiochemistry, University of Vienna, Vienna, A-1090, Austria 
SO European Journal of Medicinal Chemistry (2005), 40(11), 1149-1155 

CODEN: EJMCA5; ISSN: 0223-5234 
PB Elsevier Ltd. 
DT Journal 
LA English 
OS CASREACT 144:31640 

AB To improve the Pharmacol, profile of the anticancer drug oxaliplatin, 
(trans-R,R-cyclohexane-l,2-diamine)oxalatoplatinum(II) , and to explore 
activity-structure relations, new mono- and dialkyl substituted 
oxaliplatin analogs were synthesized. Following a new synthetic strategy, 
racemates with a defined stereochem. at C atoms 1, 2, 4, and 5 of the 
cyclohexane ring could be prepared, which is the basis for reliable 
structure-activity relations and the following enantiomer resolution The 
cytotoxicity was evaluated in nine tumor cell lines, indicating that bulky 
substituents have a neg. influence on the cytotoxic potency of the 



oxaliplatin derivs. With respect to the antiproliferative properties, the 

4 -methyl-, cis -4 , 5 -dimethyl - , and especially the 
4,4- dime t hy 1 - 1 r ans - eye 1 ohexane - 

1, 2-diamine (oxalato)platinum{II) complexes are the most promising 

candidates to be further evaluated. 
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An improved process for the preparation platinum (II) 1,2- 
cyclohexanediamine dicarboxylato complexes for use as anti-tumor agents 
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CASREACT 143:221342; 



MARPAT 143:221342 
Platinum complexes cis- [Ql (NH2) 2Pt (02C) 2Q2] [Q1(NH2)2 = cis-,^ 
(R,R) -trans-, (S, S) -trans-1, 2-cyclohexanediamine; Q2 = cyclo-C (CH2) n, 
(CH2)n, R3- (un) substituted o-phenylene, n = 0-5, R3 = H, alkoxy, halo, 
N02] useful as relatively non-toxic carcinostatic agents (no data) , were 
prepared by reaction of potassium tetrachloroplatinate with Ag2Y (Y = C03, 
0; preferably Y = O) in the presence of dicarboxylic acid Q2 (C02H) , 
preferably oxalic acid and cyclohexanediamine or by reaction of 
cis- [Ql(NH2)2PtX2] (X = carboxylato, sulfonate; preferably X = AcO-, 
MeS03-) with alkali metal dicarboxylate, preferably with dipotassium 
oxalate; the improved process provides high yields of the title complexes 
and low content of impurities. In an example, cis- [ {R,R) -1, 2- 
cyclohexanediamine] diiodoplatinum (1) was prepared by reaction of 0-24 mol 
of KI and 0.06 mol of K2PtCl4 in 1 . 5 L of water at 30° for 30 min., 
followed by addition of 0.06 mol of (R,R) -1, 2-cyclohexanediamine; the 
dichloro-analog cis- t(R/R) -1, 2-cyclohexanediamine] dichloroplatinum (2) was 
prepared in a similar way by reaction of K2PtCl4 and (R,R)-1,2- 
cyclohexanediamine . The target cis- [ (R,R) -1,2- 

cyclohexanediamine] [oxalate (2-) ] platinum (Oxaliplatin) was prepared from 1 
(0.07 mol) by reaction with 0.07 mol of Ag20 and 0.06 mol of oxalic acid 
dihydrate; the process does not require addnl . treatment with KI for 
removal of the remaining silver salts. In other examples, Oxaliplatin was 
prepared by converting of 2 into cis-bis-acetato or cis-bis-methanesulf onato 
complexes with 8ubsec[uent reaction with dipotassium oxalate. 
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AB The process for the preparation of PtL(C204) (L = trans-1 , 2-cyclohexanediamine) 
in 80 % yield involves the reaction of K2PtCl4 with KI followed by 
reaction with L to give PtLI2 . Aquation of PtLI2 gave PtL{H20)22+ which 
was then reaction with (NH4)2C204. 

RE.CNT 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L6 ANSWER 11 OF 41 CAPLUS COPYRIGHT 2 007 ACS on STN 
AN 2005:547232 CAPLUS 
DN 143:65482 

TI Prodrug compositions including amino acids 
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AB A prodrug composition is provided which includes a pharmaceutical species and 
an amino acid having a covalent bond to the pharmaceutical species. The 
pharmaceutical species is characterized by bioavailability of 30% or less 
and a mol . weight in the range of 100 to 1000 Daltons . The composition is 
characterized further in that the pharmaceutical species is not acyclovir, 
ganciclovir, BRL44385, or penciclovir. Also described is an inventive 
method of delivering a pharmaceutical species to an individual including 
the step of orally administering an inventive prodrug to an individual. 
In one embodiment the prodrug includes a pharmaceutical species 



was 



characterized by bioavailability of 30% or less, wherein the 

pharmaceutical species has a mol. weight in the range of 100 to 1000 Daltons. 
The inventive prodrug is transported from the gastrointestinal lumen by a 
specific transporter and is enzymically cleaved to yield the 
pharmaceutical species, such that the pharmaceutical species is delivered 
to the individual. Thus, 3 • -monoester , 5 • -monbester, and 3 • , 5 ' -diester 
prodrugs of floxuridine were synthesized by reaction of 1.8 mmole of 
N-tert-Boc -amino acid (Phe, Val, Asp, and Lys) and 1.33 mmole of 
floxuridine in the presence of dimethylpyrindin-4-ylamine and 
dicyclohexylcarbodiimide in DMF. The solution was stirred under a nitrogen 
atmospheric at ambient temperature for 48 h, the mixture was filtered, the DMF 

removed from the filtrate, and the residue was chromatographed on silica 
gel. After evaporation of the desired fractions, the resulting white solid 
intermediate was dissolved in trif luoroacetic acid/CH2C12 (1:1) and 
stirred at 0*> for 30 min. The excess acid was removed in vacuo. 
The residue was freeze -dried to obtain the desired prodrug as a 
hygroscopic, fluffy white solid. For each amino acid, three prodrugs were 
synthesized: a 5 '-ester, a 3 ' -ester and a 5 ' , 3 • -diester . 
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CASREACT 143:37556 




AB This invention relates to a method for the preparation of platinum (11) 

complexes, in particular dicarboxylatoplatinum(II) complexes containing a 
neutral bidentate ligand, such as oxaliplatin. The method includes the 
step of reacting a bis (dicarboxylato) platinate (II) species with a suitable 
neutral bidentate ligand to form a neutral dicarboxylatoplatinum(II) 
complex and, if necessary, recrystg. the product to form a pure 
dicarboxylatoplatinum(II) complex containing a neutral bidentate ligand. The 
invention also relates to a method for producing a bis- 

dicarboxylatoplatinate (II) species, and to new platinum(II) complexes that 
can be made by the method of the invention. Thus, platinum (II) oxalate 
complexes (I; R = Me, Bu; R' = Et, Pr, Me and II; R = Me, Et, Pr and III; 
R = Me, Et, Pr) were prepare and complex I (R = Me, R' = Pr) was tested for 
antitumor activity. 
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AB The present invention is the preparation process of antitumor medicine 
Oxaliplatin C8H14N204Pt. In the technol . process, cis-dichloro 
cyclohexanediamine -platinum (II) or cis-diiodo cyclohexanediamine -platinum 
(II) as initiator is made to react with silver oxalate in lucifugous 
condition at 40-75°c to obtain water solution of Oxaliplatin; and the 
water solution is further decompression concentrated to obtain solid 

Oxaliplatin 

product. The said Oxaliplatin preparation process is short, high in production 
efficiency and easy in operation. 
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AB The present invention relates to a process for producing oxaliplatin, i.e. 

a metallopharmaceutical exhibiting antineoplastic activity, which is chemical 
represented by (SP-4-2) - [ (IR, 2R) -1, 2-cyclohexandiamine-N,N' ] - (oxalato- 
0,0' ) -platinum complex of general formula (I). 
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AB Oxaliplatin, [ (IR, 2R) -cyclohexanediamine-N, N» ] [oxalate (2 -)] platinum (1), 

useful as antitumor agent active against colon and rectum malignant tumors 
(no data) was prepared in pure form containing, by weight, at most 0.01 %, 
preferably less than 0.001 %, of alkali metals, at most 0.0005 %, 
preferably less than 0.0002 %, of silver, and at most 0.01 %, preferably 
less than 0.001 %, of nitrates, by room- temperature reaction of the suspension 
of dichloro[ (1R,2R) -cyclohexanediamine-N,N'] platinum with silver nitrate 
in 1:2 ratio, preferably with 1 mol% excess of AgN03 , followed by 
treatment with ammonium iodide RR1R2R3NI [ R = (un) substituted Cl-10 
alkyl, (un) substituted C3-10 cycloalkyl; same Rl, R2, R3, or Rl, R2, R3 = 
H] ; the reaction of the resulting aqueous solution with oxalic acid and 

recrystn. 

of the product 1 from water, washing with polar organic solvent, preferably 
ethanol . The invented method does not include any reactions with alkali 
metal salts, which lowers their concentration in the product. In an example, 
.80.6 g of AgN03 was added to a suspension of 88.9 g of . 
dichlorot(lR,2R) -cyclohexanediamine-N,N') platinum in 900 mL of water, 
stirred 70 h at room temperature in the absence of light; after removal of the 
solids the filtrate was treated with 2,5 g of Et4NI and 0.6 g of activated 
charcoal. The solution was then reacted with 29.5 g of oxalic acid dihydrate 
for 4 h, the precipitated oxaliplatin 1 was filtered, dried, recrystd. from 

water 

and washed with 30 mL of water and 400 mL of ethanol, affording 50.2 g of 
1 (54% yield). The obtained sample of 1 contained <0.001 wt% of alkali 
metals, <0.0002 wt% of silver, <0.001 wt% of nitrates and <0.01 wt% of 
oxalic acid. 
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AB The prodrugs of the invention comprise a water-soluble polymer having three 
or more arms, at least three of which are covalently attached to an active 
agent, e.g., a small mol . The conjugates of the invention provided an 
optimal balance of polymer size and structure for achieving improved drug 
loading, since the conjugates of the invention possess three or more 
active agents releasably attached to a multi -armed water soluble polymer. 
The prodrugs of the invention are therapeutically effective, and exhibit 
improved properties in-vivo when compared to unmodified parent drug. A 
typical prodrug was manufactured by stirring a CH2C12 solution containing 
glycine-irinotecan I 0-. 516, pentaerythritol tetrakis (polyethylene glycol 
monocarboxymethyl ether) 3.904, 2-hydroxybenzyltriazole 0 . 0658, and 
dicyclohexylcarbodiimide 0.282 g overnight. 
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AB The process comprises dissolving oxaliplatin in 40-90° water, precipitating 
Ag+ with KI, and vacuum concentrating 

L6 ANSWER 18 OF 41 CAPLUS COPYRIGHT 2007 ACS on STN 
AN 2005:31665 CAPLUS 
DN 142:290597 

TI Cytotoxicity of cis-Platinum (II) Conjugate Models. The Effect of Chelating 
Arms and Leaving Groups on Cytotoxicity: A Quantitative Structure-Activity 
Relationship Approach 

AU Monti, Elena; Gariboldi, Marzia; Maiocchi, Alessandro; Marengo, Emilio; 
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DT Journal 
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AB Thirteen newly synthesized or resynthesized diamine-platinum (II) complexes 
were characterized, and their cytotoxic activities (IC50) were tested on 
parental and resistant ovarian cancer cell lines. They represent models 
of conjugates between biol. active vectors and cytotoxic PtII moieties 
within the "drug targeting and delivery strategy". Three drugs, routinely 
employed in the clin. treatment of cancer, namely, cisplatin, carboplatin, 
and oxaliplatin, were also included in the study as controls. The quant, 
structure-activity relationship approach provides simple regression models 
able to predict log(l/IC50) of diamine-platinum (II) complexes on both 
parental and resistant ovarian cancer cell lines. The 16 complexes were 
characterized using 197 mol. descriptors, after which the best regression 
models relating a subset of these descriptors to the log(l/IC50) in the 
two cancer cell lines were calculated Models with four variables proved to be 
endowed with very good predictive ability Q2LMO-50% ^ 85.6%, making 
it possible to discard 50% of the mols. from the test set following for 
cross-validation procedure. A four-variable regression model also proved 
effective in predicting the resistance index RI, Q2LMO-50% = 84.4%. 
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its corresponding oxalate platinum(II) complex 

AU Abu-Surrah, Adnan S.; Al-Allaf, Talal A. K. ; Klinga, Martti; Ahlgren, 
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AB The nucleophilic substitution reaction of the enantiomerically pure 
ligand, (IR, 2R) -(-) -1, 2 -diaminocyclohexane [DACH] (1) with 
cis-bis (benzonitrile) palladium (II) dichloride [ (PhCN) 2PdC12] gives 
[ (DACH) PdC12] (2) in a high yield. The reaction of the corresponding 
platinumdl) complex [ (PhCN) 2PtC12] with DACH, under the same reaction 
conditions, surprisingly, took a different course, in which nucleophilic 
addition to the benzonitrile ligand occurred forming an enantiomerically pure 
amidine complex [ (PhC :NH-NH (C6H10)NH2) Pt (N. tplbond. CPh) CI] CI (3), where 
the nitrogen ligand form a seven-membered chelate around the central atom. 
The aqua and oxalate derivs. of complex 2, [ (DACH) Pd (H20) 2] (N03)2 (4) and 
[ (DACH) Pd (C204) ] (5) also were prepared and characterized. The platinum 
analog complex to 5, [ (DACH) Pt (C204) ] (6), was prepared starting from the 
enantiomerically pure isomer (1) and the platinum salt K2PtX4 (X = Cl, I) . 
According to x-ray structural anal, carried out on the complex, the 
product does not consist of just the desired isomer, but a mixture of both 
the trans-1 (trans- (-) -IR, 2R) and trans-d (trans- {+) -IS, 2S) isomers. No 
retention of optical isomerism was observed The single crystal structural 
anal, was also carried out on the ligand (IR, 2R) -(-) -diaminocyclohexane 
dihydrochloride (DACH-2HC1) (la) . The result indicates, however, 
that only the R,R-isomer exists in the free ligand. 
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AB The present invention provides an inclusion compound having a variety of 
cucurbituril derivs. I, e.g., cucurbitu [7] ril, as a host mol. and metal 
complexes II (representing a wide variety of complexes) , and especially 

platinum 

complexes, e.g., oxaliplatin, as a guest mol. A pharmaceutical composition 
having an anticancer effect can be obtained by using the inclusion compound 
according to the present invention. The pharmaceutical composition can prevent 
effective components from being biol. degraded in vivo and can exhibit 



continuous drug effect for a long time, just by a single dosage, by 
controlling the release time of the Pt complex once it reaches target 
tumor cells. The inclusion compound is used for treatment of cancer, 
including ovarian cancer, breast cancer, or colon cancer. 
Antiproliferative activities are. reported of oxaliplatin-cucurbitu [7] ril 
1:1 inclusion compound against A 549 (human non-small lung), SKOV-3 (human 
ovarian) , SKMEL-2 (human melanoma) , XF-498 (human CNS) , and HCT-15 (human 
colon) . 
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PRAI 



AB The present invention relates to an oxaliplatin active substance for a 

pharmaceutical composition, wherein its weight content in oxalic acid is 
^0.08 %, and to a process of preparing the active substance. 
Oxaliplatin, cis- (trans-1-1, 2-diaminocyclohexane) (oxalate) platinum, was 
prepared by the reaction of K2PtCl4 with trans-1-1, 2-diaminocyclohexane (L) 
to give [PtLCl2] which was teated with aqueous AgN03 to give [PtL (0H2) 2] 2+ . 
This latter complex was treated with a catalytic amount of KI or Nal and 
active C and subsequently treated with M2C204 (M = Li, Na, K) . 
Cis- (trans-1-1, 2-diaminocyclohexane) (oxalate) platinum was used in a^ 
pharmaceutical composition in the form of a lyophilisate as the active 
substance. The toxicity of cis- (trans-1-1, 2-diaminocyclohexane) (oxalato)p 
latinum was established. 
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AB A new way of synthesizing the dihydrated oxaliplatin complex (DOC) is 
presented and its cytotoxicity is compared to that of oxaliplatin and 
cisplatin. By hydrolyzing oxaliplatin in aqueous sodium hydroxide at 70, DOC 
was formed in less than 1 h. Cytotoxicity was studied in the non-small 
cell lung cancer cell line A549 using the fluorescent microculture 
cytotoxic assay. Oxaliplatin and cisplatin had similar cytotoxicity 
profiles, whereas DOC was considerably more toxic. The cytotoxicity of 
oxaliplatin might, at least in part, be mediated through the formation of 
DOC. 
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AB A new synthesis process with good stability and high yield for production of 
cis -oxalate (trans- (R,R) - (-) 1, 2 -cyclohexanediamine) platinum (II) 
(oxaliplatin) was introduced. The chemical structure of oxaliplatin was 
identified by using elemental anal, as well as IR, MS, UV and IH NMR 
spectroscopy etc. 
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AU Kizu, Ryoichi; Nakanishi, Takeo; Hayakawa, Kazuichi; Matsuzawa, Akio; 
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AB Trans- (n-alkanoato) chloro (IR, 2R- cyclohexanediamine) (oxalato) platinum(IV) 
(Cn-OHP-Cl) complexes with the n-alkanoate ligand being butyrate, 
valerate, caproate, or heptanoate were synthesized and tested for their 
antitumor activity in i.p. L1210 murine leukemia and s.c. implanted murine 
reticulosarcoma M5076 models. The valerate complex (C5-0HP-C1) was the 
most effective in the leukemia model and also orally active in the 
reticulosarcoma model, whereas the corresponding trans-bis(n- 
valerato) (IR, 2R-cyclohexanediamine) (oxalato) platinum { IV) was not. The 
enhanced activity of C5-0HP-C1 is considered to be due in part to 
increased susceptibility to reduction and increased gastrointestinal 
absorption as is indicated by more rapid in vitro reduction by ascorbate and 
by higher plasma levels of total and filtrable Pt, resp. 
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A synthesis of [3H2] - {R,R) -l,2-diaminocyclohexaneoxalatoplatinum(II) , 
[3H2] -Oxaliplatin, (2), is described. Rac-trans-4-Cyclohexene-l , 2- 
dicarboxylic acid di-Et ester, (6), was converted to rac-trans-1,2- 
diaminocyclohex-4-ene, (7) , by modification of known chemical aimed at 
avoiding reported hazards. Resolution of the diamine, (7), with 
L- (+) -tartaric acid afforded the (R,R) -l,2-diaminocyclohex-4-ene, (8), 
which was converted to the (R, R) -1, 2-bis (tert-butoxy-carbamino) cyclohex-4- 
ene, (10), and tritiated to yield [3H2] - (R, R) -1 , 2 -bis ( tert- 
butoxycarbamino) -cyclohexane, (11). Hydrolysis of 11 afforded 
[3H2] - (R,R) -1,2-diaminocyclohexane, (12), which was converted to the 
desired [3H2] - (R,R) -1, 2-diaminocyclohexaneoxalatoplatinum{II) , 
[3H2] -Oxaliplatin, 2. 
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AB Disclosed are processes for the preparation of platinum cyclohexanediamine 

oxalate complexes I (R = oxalate, oxalate derivative) with elevated yield and 
preventing contamination with impurities. Reaction of 

cis- [diaqua(trans-l-l,2-cyclohexanediamine)platinum(II) ] with oxalic acid 
or oxalate derivative where the pH is adjusted to 3.0-6.0 with an alkali 
solution, e.g., KOH, affords I (R = oxalate, oxalate derivative). Reaction of 

a 

cis-platinum(II) 1 , 2 -cyclohexanediamine dihalo complex (diamine ligand is 
cis, trans-1 or trans-d, halo is CI or Br) with 2.01-2.1 molar equiv 
silver ion solution, removing the silver halide produced, adding Nal or KI 
and active carbon, filtering out impurities, followed by addition of an organic 
dibasic acid to the filtrate gives oxalate complexes I- The preparation of 
complexes I starting from potassium or sodium tetrachloroplatinate and the 
cyclohexanediamine are performed under <, 5% 02, or under N2, in 
vacuo or in an inert gas atmospheric in deoxygenated water. Thus, for 
elevating 

a yield of I and preventing the contamination of impurities, the pH of a 
solution and an amount of a Ag ion are adjusted, and a reaction environment is 
so controlled that oxidation is difficult to occur. 
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AB White crystalline title compound (I), useful as an anticancer agent (no data), 

is 

prepared by treating trans- (-) -1,2- cyclohexanediamine with dipotassium 
tetrachloroplatinate in H20 at room temperature for ^10 h, dispersing 
yellow needle-shaped crystalline dichloro [trans- ( - ) -1 , 2- 
cyclohexanediamine] platinum (II) (II) into H20, treating with 2-fold mol. 
amount of AgN03, removing AgCl by filtration, treating with KI for 
^12 h to precipitate unreacted Ag ion, decolorizing with activated C, 
treating with (C02H)2.2H20 for 4-100 h, and recrystg. from hot water. 
Trans- (-) -1, 2 -cyclohexanediamine was treated with dipotassium 
tetrachloroplatinate in H20 at room temperature for ^10 h to give 99% II. 
This was treated with AgN03 in H20 under dark for >24 h and treated 
with KI for removing excess Ag+ ions for ^12 h to give an aqueous solution 
containing diaquo [trans- (-) -1, 2-cyclohexanediamine]platinum{II) nitrate (III) 
which was reacted with (CO2H)2.2H20 for 48 h, and recrystd. from H20 to 
give 55% I. ' 
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AB PtL2Q (I; L = 1 -trans -1 , 2 -cyclohexanediamine ; H2Q = H02CC02H, H02CRC02H (R 
= CH2, CHMe, 1, 1-cyclobutanediyl, 4-carboxy-l , 2-phenylene) , H02CCH20H) are 
manufactured by treating PtL{H20)2 with H2Q with control of pH to 3.0-6.0 by 
addition of an alkali solution I with high purity was obtained with high 

yield. 




NH2 0K2 
NH2 0H2 
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. AB The title complexes [I; R1R2 = dibasic acid residue such as oxalyl, 

malonyl, etc.], useful as anticancer agents (no data), are prepared in high 
purity by reaction of dihalo complexes II (X = Br, CI) with dibasic acids 
at pH 1.0-2.0. Reaction of trans-1, 2-diaminocyclohexane with K2PtC16 in 
H20 gave trans -II (X = CI) , which was treated with aqueous AgN03 at room 
temperature, the filtrate was concentrated and treated with KI, the iodide 
ppts. were 

filtered, the filtrate was adjusted to pH 7.0 with 2N NaOH and filtered 
again, the filtrate was acidified to pH 2.0 with 2N HN03 and then treated 
with aqueous oxalic acid to give 60% 1,2 -trans -I (R1R2 = oxalyl) containing < 5 
ppm CI- or I-, vs. a brownish-yellow impure product without the 
acidification process. 
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AB Anticancer cis-oxalato (trans-1-1, 2-cyclohexanediamine) Pt(II) with an 



optical purity ^ 99.94% is prepared from optically pure 
trans-1-1, 2-cyclohexanediamine or an optically pure trans-l-l, 2- 
cyclohexanediamine derivative The starting material was optically resolved by 
HPLC using a column packed with a chiral filler. 
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AB Disclosed herein are a Pt compound employed as raw material of medicines 

having carcinostatic effects, and a process of preparing the Pt compound The 
Pt compds. PtLL* (L = 1, 2 -cyclohexanediamine isomer, L» = 0C(0)CH20, 
0C{0)C(0)0 or OC(0)RC(0)0 (R = CH2 , CHMe, cyclo-Bu, , C6H3C02H) ) can be 
prepared substantially free from impurities through a reaction between the 
corresponding dihalogen compound and an organic dibasic acid employing 
differences of solubilities. As an example, PtLL' (L = 

trans -1,2 -cyclohexanediamine, L = OC (0)0(0)0) is prepared No antitumor data 
are reported. 
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AB Pt complexes [I; R = dibasic carboxylate anion], useful as anticancer 

agents (no data) , are prepared in high purity from dihalo complexes II (X = 
halo) and purified by removing impurity ions with reverse osmosis. A 
mixture of K2PtC16 and trans -1, 2 -cyclohexanediamine was dissolved in H20 to 
give 96% dichloro complex II (X = CI) , which in an aqueous suspension was 
stirred with an aqueous solution of AgN03 in a dark room, AgCl was filtered/ 

the 

filtrate was passed through a reverse osmosis membrane at 30 kgf/cm2 to 
remove various ions, the filtrate was concentrated, decolorized and treated 

with 



oxalic acid to give 80% I (R = oxalate) containing Ag+ 0.3, N03- 5, CI- 2, and 
K+ <1 ppm, vs. 20.0, 20, 10, and 5 ppm, resp., without reverse osmosis. 
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AB A process of optically resolving an optically active platinum complex 
consisting of a mixture of a D-isomer and an L-isomer uses HPLC with a 
column packed with a chiral filler. The chiral filler may be, for 
example, a cellulose ester derivative, a cellulose carbamate derivative, 
amylose carbamate derivative, a polymethacrylic acid ester and p- and 
Y-cyclodextrin. An optically pure cis-oxalato (trans-1-1 , 2- 

cyclohexanediamine) Pt{II) separated from a D-isomer by this process is found 
to be remarkedly effective as a raw material for preparing a carcinostatic 
agent. Complete optical purity of the compound is reflected in a lower m.p. 
as compared with that of an impure substance. 
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AB The title complexes I (Rl, R2, and Pt forms Q1-Q6) are provided; the 

configuration of the 1, 2-diaminocyclohexane is cis-, trans-d-, trans-1. K 
chloroplatinate and trans-1-1, 2-cyclohexanediamine were reacted to give 
dichloro(trans-l-l,2-cyclohexanediamine) Pt{II) complex (II). II was 
treated with AgOAc; AgCl was removed by filtration; the filtrate was 
concentrated, treated with KI and active C, and filtered; the filtrate was 
treated with oxalic acid to give cis-oxalate (trans-1-1, 2- 

diaminocyclohexane) Pt(II) complex. The obtained product was highly pure. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Pt complexes, useful as antitumor agents, of cis-diaminocyclohexanol or 

cis-diaminocyclohexane have the formulas I, IV [Z = COCO, C0CHR9, S02, Q, 
COCHRlOCo; R1-R8 = H, hydroxy, provided that ^1 of these is 
hydroxyl, and there is not more than 1 hydroxyl on each C atom 
constituting the cyclohexane ring; R9 = H, hydroxyl, Cl-5 alkyl, Ph; RIO = 
H, hydroxyl, amino which may optionally be substituted, Cl-5 alkyl, Cl-5 
alkoxy, Ph, or phenoxy; in the case of cyclohexane: use III or IV with 
R1-R8 = H] with the proviso that Pt complexes of 2-deoxystreptamine in 
which X2 is the residue of a dicarboxylic acid derivative are excluded. The 
following compds. were prepared (methods given): cis-oxalato- (1/2 , 3) -2 , 3- 
diamino-l-cyclohexanolplatinum (II) , cis-sulfato- (1/2,3) -2 , 3-diamino-l- 
cyclohexanolplatinum(II) , cis-glycolato- (1/2,3) -2 , 3-diamino-l- 
cyclohexanolplatinum(II) , cis -oxalate- 1, 3 -diaminocyclohexaneplatinum (II) , 
cis-sulf ato-1, 3-diaminocyclohexaneplatinum(II) , cis-cyclobutane-1, 1- 
dicarboxylato-1, 3-diamino-cyclohexaneplatinum(II) , cis-sulf ato-2- 
deoxystreptamineplatinum(II) , (+) -cis-sulfato- (1/2,3) -2,3- 
diaminocyclohexanolplatinum(II) , and (-) -cis-sulfato- (1/2,3) -2,3- 
diaminocyclohexanolplatinum(II) . Various compds. of those made were 



tested in female ICR/ICJ mice against sarcoma-180 cells, in female BDFl 
mice against L 1210 cells, in female BDF mice against colon-38 cells, and 
against cisplatin-resistant L 1210 cells, showing effective results in 
each case. 

L6 ANSWER 3 6 OF 41 CAPLUS COPYRIGHT 2007 ACS on STN 

AN 1988:603718 CAPLUS 
DN 109:203718 

TI Synthesis and characterization of diastereomeric (substituted 
iminodiace t ato) ( 1 , 2 -diaminocyclohexane ) platinum (II) complexes 

AU Hoeschele, James D.; Farrell, N.; Turner, W. R. ; Rithner, Christopher D. 

CS Parke-Davis Pharm. Res. Div., Warner-Lambert Co., Ann Arbor, MI, 48105, 
USA 

SO Inorganic Chemistry (1988), 27(23), 4106-13 

CODEN: INOCAJ; ISSN: 0020-1669 
DT Journal 
LA English 

AB [Pt(DACH)L] [DACH = (R,S)- and (R, R) -1, 2-diaminocyclohexane; H2L = 
RN(CH2C02H) 2, R = Me, CH2CH20H, CH2Ph] were prepared, purified, and 
characterized by spectroscopic techniques (IH, 13C, and 195Pt NMR; 
fast -atom bombardment mass spectra; IR) and by the measurement of selected 
phys. properties (pH, pKa, conductivity, and mol. wts.). The data are 

consistent 

with the formation of 2 diastereomeric complexes in unequal proportions in 
which L2- appears to be bonded as a pseudofacial tridentate chelate. One 
arm of the ligand forms a stable 5-membered-ring 0,N-chelate while the 
other arm appears to be involved in ion-pair formation (zwitterion-like) 
involving the carboxylate anion and the formally pos. Pt(II) central metal 
atom. An antitumor-active impurity was present in predictably inactive 
bulk complexes of the type PtN30. The need to characterize unequivocally 
and certify the purity of prospective antitumor complexes is emphasized. 
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AB The antitumor activity of the cis, trans-d, and trans-1 title compds. was 
evaluated using Sarcoma-180 ascites in ddN mice. The antitumor activity 
varied with the conformation of their nonleaving groups . The highest 
therapeutic index was shown by oxalate (cis- 1, 2- 

diaminocycylohexane) platinum (I) [61913-68-6] . The cis complexes were 
more effective than the trans ones. LD values are given and 
structure -ability relationships are discussed. 




I 



he ANSWER 38 OF 41 CAPLUS COPYRIGHT 2007 ACS on STN 
AN 1978:599862 CAPLUS 
DN 89:199862 

TI The cis platinum (II). complexes of 1, 2-diaminocyclohexane isomers 
IN Kitani, Yoshinori; Inagaki, Kenji 
PA Japan 

SO Jpn. Kokai Tokkyo Koho, 18 pp, 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
FAN.CNT 1 

PATENT NO. 



PI 



JP 53031648 
JP 60041077 
US 4169846 
PRAI JP 1976-106509 
US 1977-775216 
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GI 



KIND 
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19780325 
19850913 
19791002 
19760906 
19770307 



APPLICATION NO. 
JP 1976-106509 
US 1978-924320 



DATE 



19760906 
19780713 



cr><. 

NH2 I 



AB I (R, Rl ^ halo; RRl = 02CC02, 02CH2C02, 02CCHMeC02) were prepared Thus, 
reaction of 5 g cis-diaminocyclohexane with 18 g aqueous K2(PtCl4) 12 h at 
room temperature gave 12 g I (R = Rl = CI) (11). AgN03 (6.8 g) was added to 3 

g 

aqueous II, the mixture stirred 2-3 h in the dark, 4.8 g K oxalate added, the 
reaction mixture kept 8 h at room temperature 1.5 to give I (R = 02CC02) (III). 
Anticarcinogenic data of I were shown against tumor L1210 and P388 and 
Sarcoma 180A in mice. LD50 of II and III were 11.3 and 37.5 mg/kg in mice 
(i.p.) . 
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TI Antitumor activity of platinum complexes of 1, 2 -diaminocyclohexane isomers 
AU Speer, Robert J.; Hall, Larry M.; Stewart, David P.; Ridgway, Helen J.; 

Hill, Joseph M.; Kidani, Yoshinori; Inagaki, Kenji; Noji, Masahide; 

Tsukagoshi , Shigeru 
CS Dep. Chem., Wadley Inst. Mol . Med.,- Dallas, TX, USA 
SO Journal of Clinical Hematology and Oncology (1978), 8(2), 44-50 

CODEN: JCHODP; ISSN: 0162-9360 
DT Journal 
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AB Platinum complexes of 1, 2 -diaminocyclohexane were synthesized and tested 
as antileukemic agents against L1210 in mice. In most cases the 
(-) -trans -1, 2-diaminocyclohexane complex was the most effective. 
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TI Preparation and antitumor evaluation of water-soluble derivatives of 

dichloro (1,2 -diaminocyclohexane) platinum (II) 
AU Schwartz, Paul; Meischen, Sandra J.; Gale, Glen R.; Atkins, Loretta M.; 

Smith, Alayne B.; Walker, Ernest M., Jr. 
CS VAHosp., Charleston, SC, USA 
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Cancer Treatment Reports (1977), 61(8), 1519-25 

CODEN: CTRRDO; ISSN: 0361-5960 

Journal 

English 

The structure of the antitumor agent NSC-194814 [dichloro (1, 2- 
diaminocyclohexane)platinum(II) ] [52691-24-4] was modified by replacing 
the chlorides with organic or inorg. anions. Eighteen new Pt complexes were 
so isolated and their antitumor properties against the L1210 leukemia in 
C57BL/6 + DBA/2 mice were evaluated. Most of the complexes were 
readily soluble in water and some had enhanced antitumor activity compared to 
the parent dichloro complex. In addition, increased solubility with retention 

significant antitumor activity was obtained by oxidizing the parent 
dichloroplatinum (II) complex with halogen or peroxide to give 2 Pt(IV) 
complexes. Some previously reported Pt complexes with P, Se, or Te 
electron-donor ligands were also synthesized and assessed for antitumor 
action, but these did not show appreciable activity. 
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TI Synthesis and anti-tumor activities of platinum(II) complexes of 

1, 2-diaminocyclohexane isomers and their related derivatives 
AU Kidani, Y.; Inagaki , K. ; Saito, R.; Tsukagoshi, S. 
CS Nagoya City Univ., Nagoya, Japan 

SO Journal of Clinical Hematology and Oncology (1977), 7(1), 197-209 

CODEN: JCHODP; ISSN: 0162-9360 
DT Journal 
LA English 

AB Pt(II) complexes with cis- [1436-59-5], d-trans [21436-03-3], and 

1 - trans -1, 2-diaminocyclohexane [20439-47-8] were prepared and tested for 

antitumor activity. The Pt(II) complexes included the CI, oxalate, 

malonate, and methylmalonate salts and the uracil complexes. The 

1 - trans -1, 2-diaminocyclohexane complexes showed the greatest neoplasm 

inhibiting activity. In contrast, complexes of Cu and Ni with 

1, 2-diaminocyclohexane were inactive. The conformational difference observed 

in this study may give ■ very important information in the study of the 

mechanism of Pt complexes. 
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